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£Ztn WiLS©HBfc?i§. 2 6> £^$M<i#<Z> 30—40% ^^CiKI^fl/ 

Tig^nxV^ft^WItttO-^i^oTV^ (^#fFXM 5-8) , 

3,3,7,8-tetrachlorodibenzo-p-dioxisin (TCDD ; ^ 3r S> > ) te^W^^r 

M^f^tt, >'I4& §f IT^§ (##fF:£i£ 9, 

io) „ tcdd ^.k^il'ft^ti^iitsieT^Io^fta^ ii^TUil' 

30 m\t*m%L^fc (AhR) ^M^b^^^-ess^^ti, u jvm^m^w- 




WO 2005/005984 



2 



PCT/JP2004/000160 



^h^>Xn^r-^- (ARNT) t-i#:*I^UT, XRE J&^IE^J) 
12) . U-;H£ tcdd tetttefcflfSi** t, 

ii^ibfciit^s (^#fF^:M 13) > ?<i **is>hi"gftmfc<Dmm 
tcdd w^tt^sftiRjfiifcffiHU^vifa-^iig^^iftjfifs^^n m&mcffi. 

19, 20) > ^^^-^v->^«t : ?^rtm^<7)P^'i4«^0J©^*i:^oTV^o 

l3.&Z.(D\£m<D5&W% *>\&, IgE ft#tth^^5>feaJBl : (Histamine 
10 Releasing Foctor:HRF) £<&tT TCDD * WMtfc^ & ft Jfe V> * (^MSIfXiR 
21-23) o bfr b&#*£, dO^^S TCDD Itlt LT© HRF t 

=t% nmm. t <o m % «— w» *> nx v>. 
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20 
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30 mmz-D^xn. z<D&?teft^£m^mf£&WiXfe*ftotc®<D^%}fc~?~-* 
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io ccDURs, mm <DWkm&m&:ir it, j^T©(i)~(i 7)®^b^ss 

(1) #»#©£#ttWte::feW-* tX^ 5 ^ftlUHf (HRF ? > /^>7 M) <Dft& 
Mfcii^b, HRF * >^**«*jE*£#tt»©*n£Jfc*fcU, IE#£#tt** 

15 fc]t*fcbTW*fc»V> HRF *>/S*M£^*lMf£* ^PSF>3«l3EW&g5& 

(2) HRF ^ >/^K&BS*t* 

20 

(3) ffiHB5S91(2)©#t#£tt»fr*xfc! h-^i: 

(4) E #1 31 ©BB 2 ©75 ;tffi?iJ© 90—130 t^^lKSnfclibfc 
5~20i@©75 /mS^tt^^^f K&^^tfiJSi:bT#e>nfe:MIH^^ 

25 (2)£7c«(3)<Dtn;#o 

(5) iB^!I^OiB5a#* 2 OT^jmUno l ~95tetf>SMS*3*i;fc5i&bfc 5 
^fc«(3)Otn;#:o 

30 
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(6) mwBk<Dm&m^2 <D7 s. y&mn<D 115-172 td^i^snfci^i/ 

0J3 (2) 2; fete (3) ©#[#:<, 
5 (7) '>&<tfeP^T©Il: 

(b) X6(a)T?£#tWfc£tt3i*fcfi#£ife»t-SXS ; 

(c) xS(b)Tft^l^fca#fc*»^UfelttE58W(3)©^**ftkS**XS ; 

(d) fi#±©»-&*il**Vit3:M*K*i8fe*5"*xe ; 

10 (e) Xl(d)l?iS!!Jt£nfc«II$S£ HRF ^>/^«l©Jlitb, IE 
©jg*fc)fctilrr*Xg ; 

(f) ie# t jttfc bx**fcissvi hrf * >/^sf-S£> T'Bftmfcmm 

15 

(8) 4>&< t fe£*T©Xg : 

(a) «E»#©fe#e»*»ittHS'(b«tafcf*-rxs ; 

(b) Xg(a)TW»£nfc*&»BJ£fc*#&SJtf-£TSXg ; 

(c) lS(b)"C»6nfc«Mlli*IIIE5Sfl(2)Ott#l:J:SftSJl»*fifc# 
20 til ; 

(d) ig(c)ia§MiiiM©ii$ hrf ?>n9nm<Dmmt u, ie^^ 

30 (10) fcfcEJU^S* : 
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(a) t«IB^BJ(2)(Din:#: ; 

(b) mmtvtzmzmMwviffifc 

5 (11) 4>&< fc fc&T©®* : 

(b) «»flsbfc«ftlBfg^(3)©fii# 

10 (12) HRF 9 W1*SI£BIKI^ iS^"D HRF 9 W^J^JSteSffn'fSfttt. 

(i3) 12 ©K#s^r«2ifcs»*fcTs^«^Rafewi*^*©»* 

15 (14) It^H 1 2 ©jft#3;fc«»3fc3l 13 ©»**&#l*3tc&#'$"3 ZL 

■r&to-fe, c©m^©^Hj#ett> ^sftwmiRfc^Krtift^ttfrfcfcW'* 

TCDD gUftittef (HRF. CYP1A1) ©SSS^OT^fciB** TKft^SS©ilf? 
30 7&:*Jl©f6KK:*ViT» l"HRF # 'J * * F J fctt HRF * >/t***=l 
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^tfc^^l/tyf'O'J^IXf^ (ATP, GTP, CTP, UTP ; £fcte dATP> 
dGTP, dCTP, dTTP) t)m&VfcfrT*Mm-rZ>o mfa&UZte. HRF^>/1^ 
I^3-Ht5yVA DNA, DNA)!l^fe?$n5 mRNA> mRNA^S 

5 -£^3*13 cDNA T&3o 2 ^itT&oTfc 1 & o X % £ V> 0 $ 

<a\Z. Ctl^©yVA DNA-^mRNA, cDNA <£>-fe > X !Jt£ <fc >^"fe > X M 

'b^^n^o £fc r^u Hj tte, MfEo* ^ i/^-^ H*s ioo m$k 

±^-&bfe^^S:mv^ r^-U =f^^7 1/^-5=- KJ fctt 2-99 il^lfc^^f 

5, ssk: r^wi^KJ ££££ r^y^Hj t«> 75F^ (^^F^ 

ViXI¥b < Mfe'F&o 75:43, ffilgteS^lftKlte IUPAC-IUB Commission on 
20 Biochemical Nomenclature J; & 3 V> « S & ^ XW. 

ft\z^<Dft&*W7ik\stc8im&m^x\-±, tezavjcm 
mz^^xmmmx&nu^mi)^m^\znm»imx$>z> 0 mm^m 

Remington's Pharmaceutical Sciences, 18th Edition, ed. A. Gennaro, 
25 Mack Publishing Co., Easton, PA, 1990 \Z, 1^*5 cfc iDvfr^£^##J 

J. Sambrook, E. F. Fritsch & T. Maniatis, "Molecular Cloning: A 
Laboratory Manual (2nd edition)", Cold Spring Harbor Laboratory Press, 
Cold Spring Harbor, New York (1989); D. M. Glover et al. ed., "DNA 
Cloning", 2nd ed., Vol. 1 to 4, (The Practical Approach Series), IRL Press, 
30 Oxford University Press (1995); Ausubel, F. M. et al., Current Protocols 
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in Molecular Biology, John Wiley 8b Sons, New York, N.Y, 1995 ; B^^fc 

m&fc¥&iknmi , atfirFW^Ssiu . M^^mA (i986)-,B 
znkit^^m* ^^it^mm&2 , mm. m (a^A dna &m) j > ^ 

'fb^Pl A (1992); R. Wu ed., "Methods in Enzymology", Vol. 68 
5 (Recombinant DNA), Academic Press, New York (1980); R. Wu et al. ed., 
"Methods in Enzymology", Vol. 100 (Recombinant DNA, Part B) 8s 101 
(Recombinant DNA, Part C), Academic Press, New York (1983); R. Wu et 
al. ed., "Methods in Enzymology", Vol. 153 (Recombinant DNA, Part D), 
154 (Recombinant DNA, Part E) 8s 155 (Recombinant DNA, Part F), 
10 Academic Press, New York (1987); J. H. Miller ed., "Methods in 

Enzymology", Vol. 204, Academic Press, New York (1991); R. Wu et al. ed., 
"Methods in Enzymology", Vol. 218, Academic Press, New York (1993); S. 
Weissman (ed.), "Methods in Enzymology", Vol. 303, Academic Press, New 
York (1999); J. C. Glorioso et al. (ed.), "Methods in Enzymology", Vol. 306, 
15 Academic Press, New York (1999)& E iC|H«<7)^^ & £ V* \%*c: Z. X §1 ffl $ tl 

20 

£>£ZS^'gftmfe&Mft\Z£itf2> HRF £ CYP1A1 ^m^tz^^X Z> , 

25 (A)HRF mRNA S — *?>ZfUv hSrWfc^ DH^fco Z?Uy bOW^U 

k b )3 7 Z^yJ'n — ViTfTV^ h — & )l> RNA V^)V&$kfe U fco 

j —*fy~j Uv J; Qm^frUPttpV) CYP1A1 mRNBA V ^ > 7 D 

v hftffizm ^frfemm rt-pcr icto&^bfc. %.m<Dmm*^-? : z>tz&* 

5 fe<Dg;f3:Z>^m<D cDNA (lx&itf 5x) £ PCR =r > ^ V— V L V Xm 

30 Vi, I^j^^iBS-eH^fc. j3 7^>£ mRNA ifcMTSfigfc^iltUTJS^ 
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' fZo (B)HRF &<fctf CYP1A1 <D mRNA U^)V\ZM f % £ l^fc^To 

mRNA densintometry (MOLECULAR IMAGER, Nippon Bio-Rad) 

&m V^T ]3 T ? J-yistfj-lVtettLTJEmfchfr. Un 11-2A ft HRF CD 
mRNA 10-2A ft CYP1A1 CO mRNA 10 L 

-A*-«ffi^fS^©m^flt?:*-r . 12-1, 7-1, 8-1 & 6B ft]ES&^l*l 
J^lil^trfe 0 , 7XfU X^^PP^^tTfc 1C ft^^ftKiiEJ§,#CQlEmteTSl*l 

10 |2tt. ^^^M^^^itl-^^^ HRF^^^rli^fe^^-Tr^^o (A)IE^^ 
\Z&ttZ> HRF §§ig|C9/-lf y?Uy Y % #r CO £f jjl & Z> . y h ft t h ]8 7 

#^ajlco n, eu En ft^-n^niES&^PSftBim^, ^r'unmm.m,^ 

15 CDIEmftTKftSia^L *5J:tf^KftBUiiS5£tttf-&*"r. (B)EI lA&i:OT2A 
JC*ViTlW3SEbfcttWKlt3^T, / —if > 7 U y V I- <fc 0 «U£ b fc HRF 
mRNA W^JKD^^^^^T^^o HRF mRNA 1/ ^ ft densintometry 
(MOLECULAR IMAGER, Nippon Bio-Rad) £ JBV^T i3 7 Z ^ > S/ ^ ± )V\Z 
ftVXjEMikVTc. 6B CO mRNA 1 KlKJt bfc. ^fCCDtfc 

0 3ft, HRF CD68 5fia©#fesSEJft»-fb:^W»W<Z)JIS*T?a&*. 5S&C0 

^-fe-e^^^^^Pl^^StlTV^o I^fifcH'N-Th^y'J >^I^fc» (A) 

25 £ £tf(B):£#;& : ?Kf*3lg&i^£ft5 HRF *>/^JS©&ffl (A:JiSt7x.-X, 
B:^$7i-X, 1^0^^x200) . (C)lPlOf Krt^^^fflM*^^^^ ft£ 
HRF ^Wt#K©*feHJ (HC^{g*£x200) o (D)^Kl*lM-S^fit>t©^ffi^^T 
MOTJt© H85E (JRBHg*Sx200) „ (E)3 6 fciS^^T?(C) £ n C%im<D 

HRF 9 W^KS&fflbfc'b© (JBH-flS^Sx^O) . {F)^lTl*3lft3fe#*tfl-©3£ 

30 H^Ott-fc&ft^ CD68 |ttT/7077-^©MiiWi« (Iif$x 
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400) o 

m 4 te> $S7«;t'fOilT$5. (A)NIH3T3 IfflJ&ft© HRF ^>A£K© 
V3L7>9>7uy wt: SB© NIH3T3 *fflfl&, HRF:HRF S^tfW 

5 hnS-f;V*<*^^ — K:J;*«$fe*fc5fcjebT HRF £f£g!-r£*fflji&* 

(pMSCV-HRF-3T3) , vector:^ © ^ ^ ^ — § $ -fr fcMM*ffl J3£ (pMSCV- 

3T3) , (B)>* — k r> xk: & # $ hrf iaio^^^Bjiao^-r^v^w^i^s^'ro 



31 91 £ HJ&T 5 » © * A © 

15 

xfKftiiPMi^iits^stss. -r hrf ^>/i^«»/&« 

20 ©^-fiJX^tti^tS. HRF ? W^K©#SE«**^r;ftfc#V> 

t*** : P«rtlRfiS!l*ftOiltSfttttOA'f 'J7^fifltt5, HRF 
flte^^SSSiHT* HRF * W^R©#ft*K^?SrtW3feW£i£J&fc*JfcK:H 

HRF ^>/^li^^IttTTK^i^©^iT§fT3Ct^tf 5, 
25 HR ?>rt#nmifi r^jftKl^VM ttt, lfc^#© HRF * >/1 27 ft*a*iE#£ 
(-Tfcfc"^**©^****) KfcHTHjeSftfc HRF 9 >/^SIt 
Jt«bT> 10%£*-t» j?*b<tt 30%»±, S5tJSP*b<tt70%K±, ^fc 

»*u<« ioo%^±-?<&33§-££;t | *1~ ; £>o £ 3 5 fc: , £© r^-^ic^ 

30 fiGDspifeHit «»OIE#ttWfc*^ J sra*©5p^ffii:*«5S-Mfc*^Lfc»'&» 
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5 0tj*.k£ in situ /W !/U ^<1f— ->3>, ^ 

iX^>^n-y^>^ #l©Mllf^mt'tj;^T HRF * >/t * 
g§^^ • SUgLTHSS-f £££:&*T?#5. d 5 Lfc&ffi^f'J/B Lfc HRF ^ 

n<z>ffisik^ MiB<D^Bj(i)©^»f^^fc^ffi-rs*r5isi-i:bT, ^^tob 

(2) 43 £ U (3 ) <D J5t # £ *§ & -T 3 . 
15 56^(2)©ftflctt, HRF*>/^K*4*SWK:Kirr<&St# (St HRF *a#:) 

<, Kffi© hrf * u F^.tz>'p^^^^ FSffM-tc^-r^^y i7u—±)v 

20 ji/trt^^^tyfeo-eab 0 > S S£^S(intact)#^MtfK:-ene<E>:7^;* > 
h£.£tf§fS'ft 5 k^'r i b<Z>-e& 0 > F(ab'^ Fab'43 Fab L^^>t£7 7tf* 
>h£&^L, $ < ife— "^©SiJSXttXli Y> — Zf (epitope) 

quadrome) , h'Jt~A (triome) fc £ ©Xft#gttm&*.*5T;#> 
30 JcPbT4'?P#tt^^bfcDt-^m#:Sfe^^^#tt^^t:^in:#: ; £'a^L,T^ 
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-Tftfc>l5, ^|0J(4)~(6)<7)fit#:«^-n- ; e*tlS2^i##2 ©75 / MI3?iJfr £ & 3 

HRF *>A°^it(2jl&3M£S3!$T3m#-e&& 0 £©£5£:*n;#:^J&©7c 
feWHRF^^^Hft, {«J^^^f F^iSfibT, 0t|*« Fmoc-bop £ 

tc^Zf^ K £i Bondasphere, C18#^A (Waters) 73: 2 £JB V* 

5&gi(3)©tt#tt» ffifB56 93(2)Oi(fcfl£fcttSfc<&Xfc: b-^t^tSi^T 
15 myi'D-t^tbt^tlS. 0tJ*.fcf> I^I5^0J(4)~(6)O*t:^«,- 

*>■£•© — fflJWM- (*U=f^^H) ^MUtttiii&^Sl/fct, e> 

>57 — „ MW* Vis, 7*. ir;K -7f'J 

25 M4RT5©7Wi:bV^'& ; b&£. 

jRffsifiJKfcl&fcrfc ft Kite, ^ftiO^fefcbfcj^oTff fll 

is, mm. mm.$L%^mm. 14 , &-g£$>^ asfP6o^, 0 

^£{bfi$tiji5> ftmtkit^mzzm. m^i^a, 1986 

30 H*£ft;^f@> *r£fl:^»»l£ 12 > #^ftgE^ in, ;KJR • ia^ • 
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5 tt*fc:&irr* n «fc o ftMsnSo ft^wnit. sftgE-fb&i&tf /x^r 

47?aA>b, U H(Ribi)T vo.A*> K IB^7^f>, BCG , U fcf y H 
#S R ± ^ « & *a # © M a £ # 6 tl T V i 5 £ V *5 © #C #: <£> 14 £ ^ f %> O X <£> 
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mzUa^-X, *zJ 2 u — j-)\,$imz> A-f H— "7ig?£K:<fc O-g-ffcSfru fift© 
ftftifoyu >«©*«#&v>**vm^fcVi&-T?fc«nTV>*. ^7 ^n-^- 

* v>tt««£««Ttt*ifes.fc?> > &*stt©*s*By©a©«T?%>oTit&Sfc*.*: 

0 , fe5^liAfny--7XS:^ >A#ft L/J6 tz D IT#5 C t^T 

^£ (#lx.te\ ^a#fP^ 4816567 Monoclonal Antibody Production 
10 Techniques and Applications, pp. 79-97, Marcel Dekker, Inc., New York, 
1987 tuE) . 

>*a#J , S^#9§, ^fflftifc** 8SJH#0, 1990 "Monoclonal 
15 Antibody" James W. Goding, third edition, Academic Press, 1996) \Z%£^ 
fits Z. t*itf5. 

£©£•5 fttrttefE m<Dfr&<D HRF ^ >A^K*fctt HRF ^!7°^ Fte, W*. 
HRF#U £/BV>fc&2n©-f > 

ss^msa^m-^ 1 © hrf*^^/t5 smmniz 

HRF fe£ V> »*■€•© — g&© h*^-f >^ HRF ©— ^©^W^ft&S^te 
25 #U^^fH77^^>h, HRF ©7 5 /KEJBfclffiliSt"*— fS©^ /KIB 

^^^^^fflfla^^Kfcm$-&fe^> *©*&£ail&**fc«#*±i* t l :, tf>& B W© 
HRF ^ W^Jt&SVitt-fc©— SS© F*-f >*>A^R, HRF© — «©*>A 
#11 £3 V>te#U ^-y^ H77^/>K HRF ©7 5 7^fB?iJl£*@i§-r£— BR 
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& & » HRF ^U^^l^^^Httft-aoJEIH*: ( W A « , 
GenBank/XM_294045 , XM_038391 . XM_293291 , XM_209741 , 
5 XM_210566^ XM_066706> XM_066675, XM_071321 ^) £ tlT V> £ 

tfi , SEQ ID:1 ( % X SB 3?>J ) jj* U fc. HRF cDNA ( £ TPT-1 : 

GenBank/NM_003295) t tl/ifeOt LT^JStS. d O <£ 5 & # 'J 5? # 

cDNA ©^i^fclte, (Mol. Cell Biol. 2, 161-170, 1982 ; J. Gene 

10 25, 263-269, 1983 ; Gene, 150, 243-250, 1994) SrfflV^T cDNA L > 

^^n^nte&(Dm.mm.&%&p\\zm-3^Tftmvfc'7u-z? dna *m^x, 
n?n© cdna *#it«#jStioTis#tacfc^i?*s. »&nfc 

cDNA H: * 09 ^- Mt , PCR ( Polymerase Chain Reaction ) i£ , NASBN 
(Nucleic acid sequence based amplification) TMA (Transcription- 

15 mediated amplification ) £fe 33 <k t£ SDA ( Strand Displacement 
Amplification) fe?£E<DMffifft}tl%Mfcl^^$wfe\~&K)M^~$'Z> 

^Ibfc mRNA ZmmilTZ RT-PCRSfcio-Cfe^StOft cDNA 31 

20 

fc£MfE<Z)#U * * H(cDNA)*aS^tellS»*T?«J»frS d fcfcioTW 

5ui:^T't5. & & te, Carruthers ( 1982) Cold Spring Harbor Symp. 
Quant. Biol. 47:41 1-418; Adams (1983) J. Am. Chem. Soc. 105:661; 

25 Belousov (1997) Nucleic Acid Res. 25:3440-3444; Frenkel (1995) Free 
Radic. Biol. Med. 19:373-380; Blommers (1994) Biochemistry 33:7886- 
7896; Narang (1979) Meth. Enzymol. 68:90; Brown (1979) Meth. 
Enzymol. 68:109; Beaucage (1981) Tetra. Lett. 22:1859; 7fcH#!ffg 
4,458,066 ^fc|B*Sn"CV>* «fc 3 fcJUfcKD-fc^fifcStfBfc «k 0 > in vitro \Z& 

30 UT^j£t5 C 
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m m (2)& £ #(3)© a&B c t & <t o jw s $ n fc^ts © % © t u 

15 :n&Sft£h'J7'-», /t/t-f>, ^'»&2©S*fcJ;Dj!iibT, * 
^CckOl7CtT§f.n5Fab, Fab*> F(ab') 2 i V>o feta^^ 7 > h \Z U 

RtKIHSSU-^ bM v^tfeJfe. R^38tfc*4ft3tKl«Effl"r* C 3 (Zola, 

Monoclonal Antibodies: A Manual of Techniques, pp. 147-158 (CRC Press, 
20 Inc., 1987) <, 

5ftfO^S^lt5'lt^^« #I;U£> David et al., Biochemistry, 13 
1014-1021 K (1974); Pain et al, J. Immunol. Meth., 40: pp.219-231 
25 (1981);S.t^ "Methods in Enzymology", Vol. 184, pp. 138-163 (1990) \Z «fc 

tt^^ , ^>?»'fk; : feja5cbT#5n*4#iaw«i'&« Fab'^^^s ut^tts. 

30 n6*6ltS^IIV>5i:tiS«T*5. fi#tlTtt, JftKtfi#EJfcfc 
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K 949 — <^x;K ^4 9u7V-V. #^X-fe;K -^tfJ^K-feJI/ft: 
30 B$fiilKft, 7#S** StftWK* ft;^;i/$*v"fe>;Mt'&«K SB* 
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mn, m%®n> ^isf^ m^t^nu^ ^rtg**^ 

*«T?#*. turnover number A^Tfe 5:fc, 2n#: t^S^T 

Kstoajtsaiawfc, &*v»ra#iitt«ifc» -tbTrai$K:**v>« 
-if, ^iie-D- #7* hs/^-if^£©^7^ h~>y--k\ u>=f»K* 

77^- if, ±mM7)Vtl 'J*^77^-^2©7;V* iJ7*X77^-"Kft 

25 Eam^wrsn*. 

30 ©^>^'J7xD>Hi^^ Zbn7x = ^*^7x-hft2©U>»ft7x; 
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5 5>(OPD), fh7^fM>^7> (TMB), 5-7^ ytUfJH, 3,3-^7 
S/^>i 5 ~7 >'?■ h7tFD707 / f H (DAB), 3-7 5 7 -9- X^JVTJ 
;W(AEC)> f75>, JVS7-;k ;p->yz>;vy7x'j >WOl^, 
PholadluciferinfcgiH^U-lf ■ DV** -> & E <D Ul>** -> ^-if , 

;vs>?x>ppd> (4-^fJV)7>^'J7x'j;v- »J >M, p--hn7x;-;v- 
io u 7i;-JWU>», 7nt^on'f>Hij;i/iJ>ll(BCiP), 

AMPAK™(DAKO) , AmpliQ™(DAKO) &i't7WJ7*^77^-^ 4- P< 
5 i iV7>^U7x'JJl'-3 -D-# 5 ^ hy^tl/^fc7> / < l J7x'J ;V# 9 ^ h -> 
K, 0 -^fO7x/-Jk-|3-D-^77 by F tl^fc' hD7i-;^7^ h ~> 

Fn^7>, kFD^y^>y^;>, th*D^y7>F7^;>^t*©^;- 

;wb£-%, u#n, 9)V9nr>is.E<D?-3r— jwb-g-^, ^oc7— )\,mm&. y 

20 Jftl*teEH£#fcUTKi:» 32P, "51, i*C, 3 5 S, 3 H ^CD®^CD RIATrffl V> 6 
h 7^^JVn-^5 >-f y?t->7*-b7-f V T — R(TRITC)fc HO D — ^5 

25 >^s#, 7-7 5;-4-7TU>-3-ifi, ^>yMn'jh\ ^ > ~> ;w 7 ;w :t u 
>, ;v->7i^~if, * u >at*o^5 7-;w, <5^^-JK ->a^tl 

Lift, ffi#©&ftifi#i£fcm*&nSfc©£teJST5C£tf*;T?££. * 

30 %teE&^&rc$i&,-?zm^-&£%:%i&-rz>\z)z. ssia^utfetts^ 



WO 2005/005984 



PCT/JP2004/000160 



20 

5 

N,N'-#U ^^^>lfX3- H7t h75 N,N'-X^ V > tfX^ 

15 >5>3?>, MfJV-3-(3-^/fJV7 5 / \d)V)% 5 X * -> > 
-f 5 5?;P 3-(2-f'J i?)V*J9*)?U fc!**- h(SPDP), N-X^->>-f 5 v?;i/4- 

N-x^i/>'f5^^(4-3-^*7tfJ^)75/^> , /I-^^ n-x^~>>< s 

25 

H©«fc5^K#*fflVifcl^Wf^tc*^«-^©»«tt, irC#£ HRF* 
30 m&fcitteKKDftm^® (^7^ t,koT»«t5*fe*KJ: 
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5 et«3a«j»asn*. mKzm&\z.\&, tkftt&m&fc 

10 «ffi*T?©#»r©SiJ©*J£tt, ^|HJ(2)<Z)in:#: ( — SfctftflO t£#fim,h£g- 

(2)©tfc# £^-§r£-fr, c:© = #os|g'&#Ki*^**»^^^-;i'S 

#ttBT5„ »*Vi», $ it* feat) Kite, #*tt©z:#ctt#: 

15 fcbTfc j:Vi 0 coiS&^&tfiifr^©*!***©*^^ M;Lk£— jfc 

iate^tf^^teb, *»«R471fy>fl3UT*< £ i Kl «k o Tfr 5 31 
^3. -^*a#:(D-gPM^ (#Jx.«U Fcli) £l£>ife-f 3*ri#: (H 

3fcKflO **»b, £©H ^JfC^lCj^^ S «fc 5 fcbTfc 75: 

T^tS^S-eSS. 2KOHffl*Kl*tt**«6ttx «*© HRF ^ >/1 2? ft 

\Z HRF * ft£3£-£r£i±, *«^^>^i'«Sllfe*IIJfSlfc^ 

30 ±fc^ofcta#: + HRF ^ > K 0 ft*t'&fc fc3B9! (3)©ia#: SfltSMt: b fc*8lfcflstt 
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%>Mate\Z* TELISA (enzyme linked immunosorbent assay) J i:L'TJS< 

y-fc> hft-&$i5£&(LIA), Si St ft -SPJ^ 8; (EI A), ELISAft:<?££JSV>3 C 

5„ Jff3;b<«RIA» EIA, FIA, LIATT&D, $ 5 t£1* > H -f y ^MT V 
**3£WfSns, U-> F-f ^fSTyt-f Kite, R»*>H'f»;9 i a79t'f, 7 
15 *>7— t* (forward)lt >H^f 7fS77t-<fe5Vi te^lf >HyfI7yt 

com a ©56 93 hrf ^>/i^M»oai^^ £ i/ttt, #1*. f~ 

20 ffcMtTtt EIA> RIA, FIAx LIA-. f? IT, ^ > ^ O y =f 4 > E <DW & MM 
EIA <DMM%:\Z£>^T, m%.i£1tl'£&1!te* ttHRFtt#&IH*B'fbtt#fcbT 
U-> M y ^-feTM*, M-ffcia HRF «SK£t HRF tfifc&mmxg Zttl.. 

30 © (Envision Ml^JSffi IfcfeO; Enhanced polymer one-step staining 
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PAP(peroxidase- antiperoxidase) feUE<DWM Et?immi7ifa&&fcV>ffi.& J & \ 
SABC(avidin-biotinylated peroxidase complex) & E<D If >^!$— 
# 1 1:*^ >«flH»* - 7 tf >«•&#:©&£•■£, ABC(streptavidin-biotin 
5 complex)^, LSAB (labeled streptavidin-biotinj&fe E © If >1^f$ — 
fttb'tf>gili-7 l hl^y h 7 tf 5? CSA(catalyzed 
signal amplification) $ztZ.E<D SABC t If * -T 7 T-f H & V*Mk 

fc©fc£rt«#Wrsn*. 

10 

ens©— ««^s«^a©#aite"pviTtt, ^us, 
a* -ess ten*.*** as: lis, r^^A/Tyt'fj , ift, usfn 49 

¥f£fr ; AS! li, rgg^ A / 7 y ir-f J , mWLft, ETO 54 ¥5§fT ; 

5 jii rMftgEajgsu , m^Wfc, mm 53 ^55 fx ; 5jnm?&e>ii, 

mmf&mmfe&i (»3jk> , mmmm, mm 62 h. v. vunakis et ai. 

(ed.), "Methods in Enzymology", Vol. 70 (Immunochemical Techniques, 
Part A), Academic Press, New York (1980); J. J. Langone et al. (ed.), 
"Methods in Enzymology", Vol. 73 (Immunochemical Techniques, Part B), 
20 Academic Press, New York (1981); J. J. Langone et al. (ed.), "Methods in 
Enzymology", Vol. 74 (Immunochemical Techniques, Part C), Academic 
Press, New York (1981); J. J. Langone et al. (ed.), "Methods in 
Enzymology", Vol. 84 (Immunochemical Techniques, Part D: Selected 
Immunoassays), Academic Press, New York (1982); J. J. Langone et al. 
25 (ed.), "Methods in Enzymology", Vol. 92 (Immunochemical Techniques, 
Part E: Monoclonal Antibodies and General Immunoassay Methods), 
Academic Press, New York (1983); J. J. Langone et al. (ed.), "Methods in 
Enzymology", Vol. 121 (Immunochemical Techniques, Part I: Hybridoma 
Technology and Monoclonal Antibodies), Academic Press, New York 
30 (19 86); J. J. Langone et al. (ed.), "Methods in Enzymology", Vol. 178 
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(Antibodies, Antigens, and Molecular Mimicry), Academic Press, New- 
York (1989); M. Wilchek et al. (ed.), "Methods in Enzymology", Vol. 184 
(Avidin-Biotin Technology), Academic Press, New York (1990); J. J. 
Langone et al. (ed.), "Methods in Enzymology", Vol. 203 (Molecular 
5 Design and Modeling: Concepts and Applications, Part B: Anibodies and 
Antigens, Nucleic Acids, Polysaccharides, and Drugs), Academic Press, 
New York (1991)^© ffim. & 5 V> «^ ZL m 2 tlfcXt^ \Z & £ |B«] o 

(a) ^^(D^un^m^m(2)(D^^mMitvrcUi^tmm-r^iin ; 
is (d) m&±om&WM&z>^\Zi&Mmm*:m&-?%j:m ; 

(e) X^(d)-CS9^$nrc^^** HRF ^>/^IiO}|^tU, 

(f) IE#^#:|i^tJtt^UTWSiCiSV^ HRF ^ W^SIS. ^ ft $1 HI ^ 

^0J(11)<D^W=^^ h^^tt^tl^o 

StSJStLT, f|0^(8)(D^Bif^S^fl^i"^o ilC^H 
< tfe^TOIg : 

(a) &&%<D$ifcnn*uWimfefc®im\ztt-?3:n 
30 (c) xS(b)T?#6nfc«frft»»stffBB»W(2)©ft#fc«fcaffejs»ai*6K:# 
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£ # t? C £ #m fc T * ^ ft H &*3Jft © #8f:£ ft T? * § . 
10 -effoTfei^. 

c © <fc ^ ft §g hj ( 8 ) m <d * m & $h * ft ff a * © # g£ t b t s§ ( 9 ) <d m m * 

20 
25 

»^(12)«, HRF^W^ISBil^. HRF *:w , ^St©f£^3■£4>f^'^ 

30 
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nm{\2)(Dmmt, hrf *>/t*«©8&tt&4 , fci-rs (Tfcfrt. hrf 
^R©?§tt^ia#*fc«ifli^J-r?)) *t#:-eabD> ^ k ft km gas 

in vivo \z&^Tmm\zMm.-?z z. e>> Mfttc&tts hrf^w^ 

x*z.<d hrf ? If <E>?£tt£**nf z> £ ^t, fKrtisiiil^lo 

So 

10 HRF ^^©J^^^-frfeBaa^V^Tv^ifOli^jO^I*!!, M;lMKl*Jfc:aA 

htc%i$k. ^ftmmmmm*mv£\H\zmm-z£nz>z.hfr*>, _hte hrf &*?d 
x~%z>m.&&mm-tz> z. t-e hrf <7)^#^^$ij-rs^fbT?&^^fijffiT#?> 

z, t«0je>^Tr&^o 

15 ^BJ1( 12) llf^K^y ^ n-^trC^-efc 9 , £ "E> K£F £ L < 

UtLU, g#ffrtjS^om#©ffi*§14&5tlllsi& (cdr) £ t h ifc#©^S-r-5 

I25ij1?illt5 C t (Cj:oTf)$t5 C 5 Jones et al., 

Nature, 1986, 321:522-525 ; Riechmann et al., Nature, 1988, 332:323- 
20 327 ; Verhoeyen et al., Science, 1988, 239:1534-1536) , Z.<D£.5~f3i r t 

h-fcj jfc#:tt> m%<D t hBi^ n*-r i £fc«ii$c<ii(DT^ / 

4,816,567 -5f) HEtHCte, k Mt*a#te, MWCttlO*© CDRl 

(0»J*.&» Hoogenboom and Winter, 1991, J. Mol. Biol., 
227:381 ; Marks et al., 1991, J. Mol. Biol., 222:581 ; Cole et al., 1985, 
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss. p. 77 ; 
Boerner et al., 1991, J. Immunol., 147(1) : 86-95) \Z'& o Tf£)£"f 3> Z. £ 
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5,545,807 ; mM 5,545,806 -*t ; IWIfg 5,569,825 ; 5,625,126 ^ ; 
m % 5,633,425 ^ ; m % 5,661,016 ■*§• , Marks et al., 1992, 
5 Bio/Technology 10, 779-783; Lonberg et al., 1994, Nature, 368:856-859; 
Morrison, 1994, Nature, 368 : 812-13; Fishwild et al., 1996, Nature 
Biotechnology, 14 : 845-51; Neuberger, 1996, NatureBiotechnology, 14 : 
826; Lonberg and Huszar, 1995, Intern. Rev. Immunol., 13 : 65-93) „ 

io mm(i3)(DmM\t^ mmtrifc* vxnMfc-znz. -r&fr^, mm 

■&tl2> (Remington's Pharmaceutical Science 18th edition 1990) o fF^S 

15 \zfrm®L-e&zz\£*tkft£VT. MW^&^MmizjfcVTm^zMVllrz z\ii 

)1^>z?)17 >:E — V &2 U?-{ H ; 'N + U'^ h-^A^O^-fH; 1>X7)l> 
n-V&Pu^-X H ; ^>Xxb-')A?D7< H ; 7x7 —)V ; 
20 ^>^JV7JVn- ;U ; ^fMfcH7"D eJV/^^^CT^JV/^^V ; * 
^n — )V ; V s J)Vis J —)\> ; n^s^rlJ-y— ; 3-^>^7 — ^ ; &£tfm- 
/7^vr-;V^^) ; {£^a ($9 10 * U H ; JfiL?*T;V7*5 >> 

if^>, Sfc«$6!8E^n:/U >^cd* w^ft ; #U If— ;Vtf a U K 

25 *fctt>J*»«©7Sy» ; tfc«f=rX MJ 

tyi£«^ zii, fei^ffio^TKft;* edta m<D* v— hW* x^n-*, 

(TWEEN) m&Zi) ^ ^;l/Pn^X(PLURONICS) (iSjS^) > iitf#'Jlf 
30 1/>^IJ3-JV (PEG) #©*M:*->tt#®f£tej&J^T?&S. 
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&it;BR (^JA«, u^V-A, 7;i/75 >/hJ*> T-f ^ nxT;i/-> 3 ^-y 

tl:^^StlTl<t^ ( Remington's 
Pharmaceutical Science 18th edition, 1990 £:#Hg) « 

10 

$e>ic, #:ftk:&^£n5K#m^i^&tttik£& &^:^„ cnra^ instil 

V - b ) * ft # U ( tf n )V T - )V ) ) > # U 7 ^ f b* ( * H 4f fP ^ 
3,773,919 ^) , L-iOV*5>R:&£tf Y-^-^-L-iOW**— K 
X^l/V-H^tf-JK LUPRON DEPOT(^S^) (Sii-^U U ^ 

20 tJ?ut-, ^U-(D)-3-fc Fn^^y^^m^Tafe^o 

x;i>:fe <fctf?L^-^U 3— ;H&fc£©#U 100 0 Jci£o Tifcffif 

iCJ^DT, 1 BmtcVm 100Mg/Kg #:m~10mg/Kg 



30 
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10 

i-i. 

rna isofcftc, is mo&^frz&Tnun&nfco i^-gnmfe&mK 
(n=2i> , 2)?&ftmmmm\zm&T&mm&^'gtemmffl< mm\z&% 

n=4) . 3-) ^KrtM^ £&fcfrV>S#f£|iJ^T3IES^KftK2M (n=6) » 
80r-rl?15bT RNA lICiAfc. ^ftm-^«>m0PMfre>#*:, RNA 

20 g©i III IV ISPgfcfcjfc-pT^fc ( t-ASRM : revised American Society 

for Reproductive Medicine classification of endometriosis [gScfTRR^S £.M 

m^^^^-'B ftWk&ftM~) . 1996) o Sfc, z\<Dffl$z<D£:&m$k^\$ z F'BPim 

^^ofeo ^WjwuzmwomM&nrctf, z\nu^.^mm-^:^M^(DA^m^z 
1-2. y — +)-*>:/□ y h##r 

y — it* > y n «/ h \$ % M. ( Oikawa K. et al. Cancer Res. 2001, 
61(15):5707-9) (DtiW. \Z <£ V %M b fc„ HRF ^n-yttji (Oikawa K. et 
30 al. Biochem. Biophys. Res. Commun. 2002, 290(3):984-7) CD 13« Kl^ o T 
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SH$IL&. tM37^f> cDNA %SV&7n — Zf ( GLONTECH Laboratories, 
Inc.) £X*>^-b*£fc 0 

1-3. Itif >Z?U v hfrffi&m^tc RT-PCR 
5 XI (Kubota M. et al. Am. J. Pathol. 1997, 151(3):735-44) ©ffifcfclfie 

Vi, ^-U=f^^l/^^K dT RNA 6 fg 1 II 

cDNA £-&)&bfc. #e>ftfcfg 1 « cDNA }M 2/il (lx) £ «fc ?>* 1 0 jLi 1 

(5x) $f>yi/- hiiLTJBV^ pcr *fxofe. EtT©4||©y7^- 

&miMVtc'&. 95^^ 2 #|HK WCX* 0.5 $K 65^1? 0.5 

10 72'CT? 1 #0 X22 Dr^t 9 )V<D4kflr~C CYP1A1 tjSTi'f >® cDNA WiY\<D 

PCRiiijiSbfeo 

CYP1A1 ififSffi ^^-f V— : 5'-ccacaaccaccaagaactgcttag-3' (SEQ ID: 3) 

5'-gaaggggacgaaggaagagtg-3' (SEQ ID: 4) 
15 &T Z^ynmm??^^— : 5'-gggaaatcgtgcgtgacgttaag-3' (SEQ ID: 5) 

5'-tgtgttggcgtacaggtctttg-3' (SEQ ID: 6) 

/W yj ^-f if— ->3 >*ffofc. CYP1A1 cDNA :/ n — i^^y^-f 
20 T — ^f5:^Vife^fe^ PCR IC <fc 0 # fc. . tb/37i7^> cDNA ;/ D — ~f 
(CLONTECH) Sr^EttbTJl^ifco Rediprime II random trime labeling 
system (Amersham Pharmacia Biotech) ^ffl^T, £ fl £> © cDNA T^D — 

25 i-4. tftfrw»t*asiaiifl:^ 

t b HRF ta^tStU zl^Zf?- b* (GKLEEQRPERVKPFMT : SEQ ID: 2 
<E> 101-116) te^i-S^^FSift:*, ^U-**fflV»fc*fllftlcJ:DffofcfP 
Mb, HRF-GKL t^^lfc. fc£»iKMt3*W3'#rtt, 9 7 -{ ^it Ufc^JM" 
HRF tfE#:> HRF-TPY ( Oikawa K. et al. Biochem. Biophys. Res. 
30 Commun. 2002, 290(3):984-7) HRF-GKL (1:100 fcS&SK) 



WO 2005/005984 



PCT/JP2004/000160 



31 

hbCD68tn:#: (1:100 fcSBR ; Dako &) ©H^iO$ftTlf-«<>^a^ 
-hbfco trC HRF ftftfflfctt, >-fbUfc«fr&E*«ll»*fflVJT 
l^gl^ttCDifEJIlHim^^Ufeo LSABC (Dako) V^T^ffi *ff o £ £ 

5 Ti£^fi£frofco 

l )IZ^>^n y h##Tte:S:i£ (Oikawa K. et al. Biochem. Biophys. Res. 
Commun. 2002, 290(3):984-7) <75|B« \Z$£^> Tff o fc. I^yn-yjlltt 
10 ia HRF (HRF-GKL HRF-TPY) ia#£JBV>, 1:2000 ©f&SlJfc"T!fTO &. 

v'^^-JV&fcBte: ECL plus Western blotting detection system (Amersham 
Pharmacia Biotech) £ ffl ^ X fx r> It . 

1-6. ilS^itl/bn^'fJVXi^ 
15 NIH3T3 Mf&te American Type Culture Collection (ATCC) «kDUl#Ufc. 
iSfflJ&te* 37 < C^#T 10% FBS ^^inbfe DMEM ( GIBCO BRL, Life 
Technologies, Inc.) <K 5XC0 8 Sl*Tfc»J3 bfc. ORF S^tJT^X 

HRF cDNA S^TO^^^T- £JSV>T PCR if "PS L 0 
5'-ttggatccatgatcatctaccgggacctg-3' (SEQ ID: 7) 
20 5'-ttgaattcttaacatttctccatctctaa-3' (SEQ ID: 8) 

WSnfc cDNA ®rfi-£ BamHI * £tf EcoRI T^bb, 1/ hO^-fJkX^I 
^^^-MSCV-puro (CLONTECH) <D Bglll-EcoRI ffiGHZtm — ~>lfVfc<> 
ffi*e^LU hn?^;V;*©WKfcJB!8&©:/nh:3;W*3:itt (Kuroda > et al. 
Proc. Natl. Acad. Sci. USA 1999, 96(9):5025-30) ©ffi«fc«£ofc. J«»i© 
25 24P3H»» ljUg/ml tTzL-nT-f (CLONTECH) £/B V>T 2 IIBfcbfc 

1-7. MW£9&U 

5xio 5 Wl<Dimm<Dffl5TM*&. 6 balb/c * - Fy^x©!^^ 
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2. $p jp: 

5 ;-tF>^n>y b^«rt<fcO, ^SftlSi^iif <z> hrf SSSI/^-S'&ftfcbfc. 

5 3 m(D&%fr$nfcT&ftmm&mKm®*\z.-&u^)v<D 

HRF&mwm&Znrc (BlA^i^lB) , t h<D^h?U-& P 450 5H5^ 
X — A — 7 t 5. U — <£> — b& CYP1A1, CYP1A2 & «fctf CYP1B1) tev 5 

DSfS£n3fc&> CYP1A1 ©R#tt5?:*:* : S'>tfE#te©*fe : f- 

10 58iSP»Kl^'r«3i*»^«Wfc^*- uOfcft^t+S'^Mi HRP »a© 
H5i*"W^Sfc«>»C CCT«-9-9 ! >^«TlCi:?> RT-PCR £ffiV>T CYP1A1 3S 
5t£il^Ufc (Trifa Y. et al. J. Biol. Chem. 1998, 273(7):3980-5; Oikawa 
K. et al. Gene 2000, 261(2):221-8) . ^(D^M. CYP1A1 tt^flfeR HRF 
5S2R&^"r^Wfc*ViT«*SnTV^KTtt3ft^ofc- (B1A $3«ktf IB) „ 

15 Z<DfcSb, Vi<0*^©er— ^TttHRF»3R3WTCDD te±DflW*nTV»*'BrtB 
tttt**Kit>Hto6-f , ^-KrtKfif^WM-tc^lt* HRF teTCDD H§H£te&il3 

2-2. TSftR^^ttfrfc**** HRFifi*838S 

if >^ny b##r£frofc (El 2A) o :£#fc^KrtBft&»fc«fctf^KrtRa£Jft 
^OjEHlftt©^ ST* IK fc> ^SrtMIMffrfc^Tttaiftfc hrf 

363l*««§fc$n;fc (H2B) . 

25. 

2-3. sEft^&nmL^'gftWkfc&faftte&tfZ HRF (D%mMkto* 

HRF ^fg^-rSTKftMj&a^-f ffi HRF #U ^ n — }-;V£t# £fi§ <A 

fcftgmaHb^fcj: Dstjebfc. hrf w^'gftmmtJEftffi.moffi 

30 ^bfc (El 3A &&Zfi 3B) o ^i&fcli5t7x-X<0WKl^ttS»^^^->© 
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si^fc&fcttfcfrofc. 2<b£> T'gftm&.&Ufriz&ttz hrf as&fewafcb 

#ftbTV>fc m 3C t 3E) o ES^^SftlROMHIBiaT?© HRFSSSttPVi 

5 UMl"*)V<D HRF S£^£jSbfco cn^O HRF SWSWfc e^^HS, 

^^EMifii^^M^t ITS ^fci^tiili^ti^d^fc (f-^S$f) . b 
7^b&#6, ^Sftil^ffiJtK&ttS HRF li0/*-XAttMttT^ 
M-CSF i^^tt'fb^Pgfc^ViTT^ U y t— Vlfi HRF ^mm^T 
ZZLL &tkT$&.& (Teshima S. et al. J. Immunol. 1998, 161(1 1):6353-66) 

10 3 fc» ^Krt«ffi«*it-fc^ViTtt CD68 if©7i7n77-^ 

OH^^SiSnt^S (Hornung D. et al. Am. J. Pathol. 2001, 
158(6):1949-54) . tot, T&mFrO&mWfr tttS CD68 2&££fiJ/ibT, 
HRF 3l^l^^^^F*3^lC^tt^ CD68 00 T ^ D 7 r — V £ W1M b (0 

3F) „ ^ h^r^u ^-ji^-v 5 >*m^T%k&vziitimwfru. ^•gfHmm&m 

2-4. NIH3T3 jfflSS© M^f^^ffi 5 HRF 

hrf ss^inte: istifsii^fco^Tisifc. ^'gpimmvmmte 

20 *^(C^F^T?afe5 (Klninckx R.P. et al. Gynecol Obstet Invest. 1999, 47 
Suppl 1:3-9, discussion 9-10; van der Linden P.J.Q. Front Biosci. 1997, 
2:c48-52) . ±^frUm \Z t£ O tZ <5> ^^^llfiOittt, 9P«3£»Efc:.kD 

(2^*1 II^IT HRF tf%L&-?&W*m&Vfz.. MiWlZ, HRF £ i& §0 f§ 51 T S 
25 NIH3T3 M<7)3c^SI# A#:£f£gi b fco HRF ^Iffl©l/ hO^^JVX^^ 
(pMSCV-HRF) *J85fe«fcI, ^gft HRF 5£mWV&W&2 tlfc (EI 4A) . 
ft SCO MBS (pMSCV-HRF-3T3 HBJ&I) * * — F V # 7. ©HEft fC&tt b 
fc. pMSCV-HRF-3T3 ^ffllSH, ^HS^*^ — (pMSC-3T3) £^Sfc$i±£:*fflJ® 

tJtiibT?avii^ttt6*^rbTVifc 4B) . ensof-^^s, hrf a* 
30 &¥mmt&?f±\z&^x<Dfrtzp>-r. ^mmm^myr^mmmmz^mm^^ 
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if^trilttTk h HRF ^ >/1 & !g(I5 JiJ#-§- 2 )<D 5 ^ tf> 101-116 ^O^^ 
10 fF^MLT^Lfc. HLA 2:*^ U T~i:VX^n\Z 

"#l\Z. KLH tl'nlfc (^^^ K 50jtig Kl^tLT 50 M g <D KLH) 0 £ 

§»§ISbfc. ;i<Z)^f££, #13 ~ 4 kg 0^715-^ (SPF Japanese 
White Rabbit) tC^tf IT 2 1HQ« £ 1 ml (DWLXfeT&Zi (5 HI) Lfco 
15 mz, 5 m@o^Tait©m> 1 l&ltfcli 9$gjfiLb, Jfiltff^iSMUfCo # 
SnfcjfiL}#lC^im3*a4fc^ HRF *>/^ft£#Ml$£igl^£;i££$if&L, 
cn^JfC HRFirC#:^^^in:ifiLtti:l.feo 

ELISA £ <k 0 JH?t^ta HRF (HRF-GKL) TS^Ct^lILfc, 

^•r, 20mM mmmffiWL(pH9.6)T^mvrc%im'&v ^73- fx^ux5 : w> 

20 M 96 U— h$n- h MlOOng/^x;^), 0.05% Tween20 "g-^fr PBS 

^is-e^ i ^Fiist^. mmm. mw^^^i^m^mt: 3,3\5,5'-^ h?* 
ffjki^ mteomm*-?^ ^wfu-bm^.ytmm^.m^m^x 450nm 

30 #&nfc^ HRF^#£^fr#[jfo.?itte, NIH3T3 <Z> total cell lysate 10 ix g & 
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14%<D SDS-PAGE KLfrVfs V z.7,5?>Z?Uy Y\ZX 2000 fcf&fR b ft$M&ffi 
ffiM^ HRF II §4te> Jtf3HRF37>/^K© 101-1 16 tiLO-^Zf^ H £ 

hif^y^f -fcioTSinfts. iSHRF^y? F££t:7^ y;i/-io 
F*hM) 4t:T 1 life R 7 7^^*20 

mM U >Bfe««ift-&3*£7K(PBS)-e+a , K:iifci£b, 77^ y;K&*KJ&M 
&te ioo mM o^e/x^ y — ;vt ^ >£^tr pbs 4>t> i ufey u v ^y^^n 

10 vi, wti&miz pbs T?n«ifc»i/T, ^y^KHje-fb^^Aswiai-rs. 

feittl K \Z$i HRF ffifo&StS'yD-irJkm Sisftlb, PBS T?-Mfr fcife** b fct, 
®*bfcirCHRFm^^ 20. mM ^ ' J ->>-MIft(pH 4.0)"e^ffi"T , »W 
bfciftHRF 200 mM b U X-&m&ffiWfV*%l V. PBS T 1 

*a*rbfc», -80X:T^i^^#-r^o 

15 

3 

20 TIE <D7ai£ tUSSfll 2 TSSlfefi HRF iate&tf &£n©ffi: HRF St 

Tt h hrf * yrtzn&wmmiz&m • ?n^-r5i}-> k-t eia 

Fab'-HRP fc|5g^^n75:Vi 0 feKftiMMftOfeft^ftAfi: \tM^.<D U fttCjft b 
25 T, MIS, M^i'^lTtS, ^2pq n p t & & t h HRF &tt%%±. 

30 
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(a) ^mffift om m 

JrCHRFiate (HRF-GKL)S 0.1M NaCl %£i=[Z$ 0.1M WtWtWiWsWi* pH4.2 fc 
R#l© 2%(W/W)©^^'»&lPA, 37^ 24 ^FlifttS. ifttlt3M 
Tris-HCL pH7.5 £§sinl/> KJfo&&±-?Z>* O.IM U >Hfc««JR, pH7.0T 
5 ^FW^bfc^;!/ h O^JV AcA54 * 7A iCtS^J^lt' F(ab') 2 mfr&ftWS- 
F(ab') 2 B#K:S«^ O.OIM t&5<k5Cy7T75 >^^^5:^ 
tPb, 37^, 1.5BfW5t7CL. 5mM EDTA^t O.IM U >il®S, pH6.0 
W-WfcVTcO )V h ny;V AcA54 # ^ A Id J: 3 y j&T Fab'lS^^^^-f So 
±ft<DWiftil\tWZ HRP £ O.IM U >mm.mm. pH7.0 tC^^, HRP © 25 

io {g^e;!/*© emcs £ nMFmwttVTMZ.. 3ox;. 30 ^f^k^^-^So zift^ 

0.1M'J>lllii, pH6.0 -V^WikVtz NICK-5 t> 7 A (Pharmacia) T?y;V 

Fab'ISft-i: TV-f 5 H^^l HRP £^ ; E;W£;&-5<fc-5lCMB#-£*i'ob, 4t:, 
20 Bf FgKJS£l±fc^ Fab'<Z> 10 N-IfJ^lz-f 5 F T * S £> 

15 t-jvi^^n y ^-r*. £ ft & o.im u pH6.5 -e^WrfbUfc'* 

h ny;i/ AcA54 * ^ Alry^^jib, Fab'-HRP^i^ia^^^m-r^o Cft 
fc 0.1% BSA&cktf 0.001%:7 n;V^\^r->i?>^^inbT 4tT^#t5, ®><D 

Sit h HRFK#SffiViT*>l^*ilfc:«iaTr#5. 

20 (b)*t#*8'&Jg#©il« 

ttHRFta#(HRF-TPY)S O.IM U pH7.5Kl»#L, 50/zg/mL 

©aftgEterafiTS. Z.<Dfcft.mWL& 96 7^-7^ ^n^l/-hfc">x;i/*fct) 100 
<iL "T^JD*., 4*C, 18 I^M^StS. #E#:^i&£Bfc5feb, ^SfcttafcT? 1 @, 
0.05% Tween20, O.IM NaCL 5mM CaCla^^T Tris-HCl Mffiffi., pH8.0 t? 

25 3 Isl?5fe^^. 1% BSA, O.IM NaCL 5mM CaCh Tris-HCl lgflj?&, 

pH8.0 SrjDA^n y^>^f5. ffiCDtfCt: h HRF Sffl % H«t:®IT 

( c) 7^ y :7* 1r > IM y EI A £ 
30 USSabfch h HRFli^?r^2ptftMi:UTt h HRF ^*ffl^2ptt^Srf^^-r 
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1% BSA, 0.05% Tween20, O.lMNaCL 5mM CaCl 2 Tris-HCl 
pH8.0T?Sfc»*&2Rb&**Pfc h HRF ^tl-^tUC 1% BSA, 0.05% 

Tween 20, 0.1M NaCl, 5mM CaCl 2 Tris-HCl ft ffi fe. pH8.0 T?»8t 
Tc^m^iW Fab'-HRP *mH\i b + #*Eft-r 5 . ii§£ b fcSttMS'&'T-f * U 
5 — h & 0.05% Tween20, 0.1M NaCl, 5mM CaCl 2 ^^" Tris-HCl 

P H8.o-e3in»u, mmtKmtmnm^m^m^mua't MTmris 

J&bfc^: 0.05% Tween20, 0.1M NaCl, 5mM CaCb-g"* Tris-HCl WtMWi. 
pH8.0T3HIjSfe#t?). 6%^^f;i/*JVA7 5 H, 0.005%iiBE^*5)l 

0.1 Mlilfi (pH5.5)fc?§£?bfc 0.01% 3,3',5,5 , -5 i b^^^;i/^> 
10 $>5>>&5x;H£«iOb, tST?20^K)St, 2N^M : £^JnbS^^^lh 
"T*. 2K0S*SS«t© 450 nmST-f^Dyiz-hiJ-^-^fflViTl^b, 

15 tl^ncDMfefemt. g2pthHRFfcft^.T±SO lXT'^^VH-fy^ 
EIAfcftb, h HRF tHPSfcKf&SJifTSi**. «Jfe*#*» 6 # S nfe 

»3fe«&*ip|Bli*fc:i&Ttt#>, ®H£tfc£Mc-gr£n3 t b HRF Of^iaJt^. 
±E©ffi, HJl5©fn:t h HRFifC#:^ffiffi b, JR#fi$HffiSf, r^ft^H 

?^27. e;nm?&*, wmmmmi > w^^^ihm^z>^-{i99i ^6 ^ 20 

P 107-112> m^-fb^IHA, 1986 ^33 14 B 38frlCBB«<D2r8s (utl^tl 

25 

t h hrf *mm?zmifcx\tmi(&<D%m±m&zfmMMmz.}i h hrf &3g 

30 7C^#T, 10-15% SDS-PAGE T^gSm, polyvinylidene difluoride(PVDF)^ 
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(MILLIPORE){dte^L.feo ffi^T 5% BSAXS 5%X^A5J^fej:^ 
0.05%Tz?ik-}- b U ^A^TBS (!/ □ y * > if n y 7 T — ) SJBViTM-e 
0.5-1 mffl'7ny*r>£rLrc'&. HRF-GKL "C^JLlll/ , 25^-e 6 1$ IB & T 0) B# IW 
-f >^a^- ht5 t -en^n©l$: 0.1% Tween 20^^ TBS(0.05%T >Mb 

1:1,000 {Cl&lRbfc HRP^-g-ta^U-^-f A/ ^O^U 25"C, 1 mWR 

M£ 0.1% Tween 20 ^ TBS(0.05%7 h U V 

4 [U$g#L>, &n "n Lfc.irt'ffc?: Enhanced chemiluminescence(ECL, 
Amersham Pharmacia) <fc D ^ fcB "t* <» 

io ±E©ffi, hrf-tpy b, ni?^fti8l> rae^ • ^>/^Jt> £ffe 

^Dyr-^ >2fffiJ , p212-241, flci*aV7hKl>^tt, BSfP 
62 ^ 11 M 10 H5fiffKlS3«6©*fe (cn&3tlttfc&V>T3l/S §nt^53ttll 

15 

mg^J 5 

20 RNA £/BV*fc TR-PCR i£ Kl £ 0* b b±t HRF cDNA ^ftUfc. PCR ^7 
■fT — te, th HRF cDNA ^SSB^J (SEQ ID:l) ICS^f, RTOt'J^^ 

5' primer (Bgl II)gcgcagatctATGATTATCTACCGGGAC (SEQ ID:9) 
3' primer (Eco RI)ggccgaattcAGATCCAAAATAATTGCC (SEQ ID: 10) 
25 -€-0^, WSflfc PCR t hn^a-U^-l )V7,^Z ? — pYNG HisA Id 

^n-->^b> *-f3i:iiStf©t, A-f3«i?) t h hrf $>>n? 

I^lffilfc. ^Ot$et-7^^*7A&ffll'it75 : ^> Tag fcioT^ 
>/^K$»lUfc. ^-©m«M^>/1^K 100Mg£ 6?lifr<Z) Balb/CT^X 
It 3 [HiCtDfcD^^Ufem> Mg»J>A»S«Jib, 7-)7Un-7tt 
30 P3U1 ti^$tT, A-f^U HRF M^I4t5A-f7U F 
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— ^HBtett 2 ®©|BIMMK£fTV^ JftltniC/W:/U H-THRF25, HRF26, 
HRF28£#fc. /W U— ELISA STfr^; o fe. 

Wfctt, 1/ig/ml ©ftJS (A + a □ ^ 4 )VX \Z <fc o Tf£j& L HRF *>M7 
St) £ ERISA ^W-h 3912 (77^» A-f H — ^±fflf 

5 £ K Jft $ -fr , S6Kjl = *Rfttl/T Goat-antiMouselgG ( Zymed 8 1- 
6522) SItUT ALP O-f (W^* h) £in*-, A660nm 

©^^S^ail^bfe. ^©^JP:, ^n-> No. 4, 18, 25, 26, 28, 46, 51, 
54, 55, 56 8ft 3fc IH9 ^ © IS Jft * 1 I'St. 

10 ^ 1 



^ n — > No. 


OD 


4 


0.15 


18 


0.55 


25 


0.08 


26 


0.57 


28 


0.29 


46 


0.11 


51 


0.56 


54 


0.74 


55 


0.43 


56 


0.86 



HRF ©f§5a#S5£|g£nTVi3 BJAB £> total $ > A Z R £ Jfi Bi b , Laemmili 
©;£i£K:t£-pT SDS-PAGE ^rfTfo^, — h □ ir ;i/ □ — 7, * >7 V > "J o y 'T- 
IS -f >^£fr -MfttlT 5 fi»Rbfc;W ^'J H-"7±» 
*WUfc. -^©f^, ^O — > No.25 (HRF25) , 26 (HRF26) , 
28 (HRF28) & HRF ^ > A * — © A > F UTfcfctiT * E 

tlfc. £© 3 0©^#:« IgG irt&T S3, 

*feJ^±©^^:tt, ifi HRF ttttj&t^fltfcWKWfcfc h HRF SBHtSCi 
20 Sa^Tfe©"?**. 

^iS^J 1 © 2-4 fccfettS HRF5£fH0fg:§lMT&£ NIH3T3M&MU, ±. 
fBTtffe^Ey ^ D — :)-;!/ JrC #©*§&£ in vivo in vitro "P^^ U— ^> 
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1. &ifc#©£#MK&tt£t:7^5 > ft WET (HRF^>/1^M) ©#« 
5 titm.VX^M\zm^ hrf ^>^^Si$*tMt§, ?SrtK&H%&Jft 

10 

3. sS^S 2 ©i/itettefl&SXt: 1 ytM^tSM. 

4. @H^J^<D|3^J#-§-2 ©75 /^IB^J© 90~ 130 £ tlfeiS^ b 
15 2Sfc«3©^, 

5. KaiaSflDEaiM' 2 ©75 /MIH?iJ© 1 ~95 ffi*61S?SnfcI«Ufc 5 
fctt 3 ©^#: 0 

20 

6. ih^j^©is^j## 2 ©75 ymmn<D 115—172 &#>e>si^$nfc3i^L 

2 £fcte3 ©ta#. 

25 7. '}>•&< tfePiT©Ig : 

(a) ^^#©^#:K^^»*^2 ©tfC^^S^-ftbfca^i^MT^Xg ; 

(b) xa(a)T?£#K*4£»tt^fcfi#&iftif>:rsxa ; 

(c) XS(b)T?ifcffrL&fiflcfc*HflsLfcBI*3l3<0tt#**«l[S«*xa ; 

(d) ffi#:±©^-&^^*i.Vi«3Sil#^^PJ^T^XS ; 

30 (e) Xa(d)T?ll3£Snfc*«*€ HRF^>/^aiO»«tb, lE^^-^tSM 
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(Dm$k IS ; 

(f) E*£#tt»i:JfcttbT**fc:*V> HRF *W^ftfi£, ^F*3!«-Mji 
EiSfctt^O'J 7^<2SS£^f fg^ibT&JS-f SXig, 

5 

8. 4>&< tfe^TOIi : 

(a) ^^#©^^IS^?:ffii^®^^MSfc^-rxg ; 

(b) j:n(a)XMM:Zntcmmm%.ikWk**wfr t-r ziin ; 

10 is ; 

(d) Ig(c)lC,t5Mai^fi©iS$ HRF*>/^ftfi<DjgJlt£b, jE3?£ 

(e) ]ES^#:|a:^<hJtfebT*mfc^^ HRF ^>A^S#^»&, ^K^l^-lm 
13*^ Jfe£ <£> U X * <DSS * *f £ b T&ffl T * IS , 

20 10. '>/i<tfettT(D^$: 

(a) ©ta#: ; 

(b) fflftU&l#«3®^ 

25 11. 4>&< ifc^TcDg* : 

(a) m^m2 (Difife&mfeikvrzUfc & «k 

(b) aURflSbfcfflljRS 3 OS* 

30 12. HRF* Wt^Sl&BHfcU J^O HRF * >/1 £ (pfPT ^tfC^o 
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13. m&m 12 ©jfittfc^-r* c ts^tt z=?'BftmmMmi£m<D%3mm< 

14. 1 2 <D%ifc%.tcum3tJ% 13 ©tei*&£#i*3fcfft-5- 

5 
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ir 



HRF 



1 




Northern blot 



□ p-actin J ana,ysis 




;is 




■ HRF 

q CYP1A1 (Ix) 
□ CYP1A1 (5x) 



5» 
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m 2 



A 



N-'V fc N *V N- *V N 



1^ <$ <V* ^ n?" nj? 'V ""if "J* "J* "fV "5' 

N N N EnEnEuEnEnEuEnEnEnEn EnEnEu 




HRF 



P-actin 



12 
10 
8 
6 
4 
2 
0 



lH endometriotic implant 

[~1 eutopic endometrium of the patient 

LJ normal endometrial tissue 



■ a ■ 



I a 1 ■ ■ 8 i I i 1 



.n.n.n.n.n, 
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m 3 




19.6— 
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B 



++ 



8» 



GO 



vector HRF 
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SEQUENCE LISTING 

<110> Japan Science and Technology Corporation 

<120> Diagnosis method of endometriosis 

<130> 03-F-104PCT 

<150> JP2003-196459 
<151> 2003-07-14 

<160> 10 

<170> Patentln version 3. 1 

<210> 1 

<211> 830 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (95).. (613) 

<223> 

<400> 1 

cccccccgag cgccgctccg gctgcaccgc gctcgctccg agtttcaggc tcgtgctaag 60 

ctagcgccgt cgtcgtctcc cttcagtcgc catc atg att ate tac egg gac etc 115 

Met He He Tyr Arg Asp Leu 
1 5 

ate age cac gat gag atg ttc tec gac ate tac aag ate egg gag ate 163 
He Ser His Asp Glu Met Phe Ser Asp He Tyr Lys He Arg Glu He 
10 15 20 

gcg gac ggg ttg tgc ctg gag gtg gag ggg aag atg gtc agt agg aca 211 
Ala Asp Gly Leu Cys Leu Glu Val Glu Gly Lys Met Val Ser Arg Thr 
25 30 35 

gaa ggt aac att gat gac teg etc att ggt gga aat gee tec get gaa 259 
Glu Gly Asn He Asp Asp Ser Leu He Gly Gly Asn Ala Ser Ala Glu 
40 45 50 55 
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ggc ccc gag ggc gaa ggt acc gaa age aca gta ate act ggt gtc gat 307 
Gly Pro Glu Gly Glu Gly Thr Glu Ser Thr Val He Thr Gly Val Asp 
60 65 70 

att gtc atg aac cat cac ctg cag gaa aca agt ttc aca aaa gaa gee 355 
He Val Met Asn His His Leu Gin Glu Thr Ser Phe Thr Lys Glu Ala 
75 80 85 

tac aag aag tac ate aaa gat tac atg aaa tea ate aaa ggg aaa ctt 403 
Tyr Lys Lys Tyr He Lys Asp Tyr Met Lys Ser He Lys Gly Lys Leu 
90 95 100 

gaa gaa cag aga cca gaa aga gta aaa cct ttt atg aca ggg get gca 451 
Glu Glu Gin Arg Pro Glu Arg Val Lys Pro Phe Met Thr Gly Ala Ala 
105 110 115 

gaa caa ate aag cac ate ctt get aat ttc aaa aac tac cag ttc ttt 499 
Glu Gin He Lys His lie Leu Ala Asn Phe Lys Asn Tyr Gin Phe Phe 
120 125 130 135 

att ggt gaa aac atg aat cca gat ggc atg gtt get eta ttg gac tac 547 
He Gly Glu Asn Met Asn Pro Asp Gly Met Val Ala Leu Leu Asp Tyr 
140 145 150 

cgt gag gat ggt gtg acc cca tat atg att ttc ttt aag gat ggt tta 595 
Arg Glu Asp Gly Val Thr Pro Tyr Met lie Phe Phe Lys Asp Gly Leu 
155 160 165 

gaa atg gaa aaa tgt taa caaatgtggc aattattttg gatctatcac 643 
Glu Met Glu Lys Cys 
170 

ctgtcatcat aactggcttc tgcttgtcat ccacacaaca ccaggactta agacaaatgg 703 

gactgatgtc atcttgagct cttcatttat tttgactgtg atttatttgg agtggaggca 763 

t tgt ttt taa gaaaaacatg tcatgtaggt tgtctaaaaa taaaatgeat ttaaactcat 823 

ttgagag 830 



<210> 2 
<211> 172 
<212> PRT 
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<213> Homo sapiens 
<400> 2 

Met He He Tyr Arg Asp Leu He Ser His Asp Glu Met Phe Ser Asp 

15 10 15 

He Tyr Lys He Arg Glu He Ala Asp Gly Leu Cys Leu Glu Val Glu 

20 25 30 

Gly Lys Met Yal Ser Arg Thr Glu Gly Asn He Asp Asp Ser Leu He 

35 40 45 

Gly Gly Asn Ala Ser Ala Glu Gly Pro Glu Gly Glu Gly Thr Glu Ser 

50 55 60 

Thr Val He Thr Gly Val Asp He Val Met Asn His His Leu Gin Glu 
65 70. 75 80 

Thr Ser Phe Thr Lys Glu Ala Tyr Lys Lys Tyr He Lys Asp Tyr Met 

85 90 95 

Lys Ser He Lys Gly Lys Leu Glu Glu Gin Arg Pro Glu Arg Val Lys 

100 105 110 

Pro Phe Met Thr Gly Ala Ala Glu Gin He Lys His He Leu Ala Asn 

115 120 125 

Phe Lys Asn Tyr Gin Phe Phe He Gly Glu Asn Met Asn Pro Asp Gly 

130 135 140 

Met Val Ala Leu Leu Asp Tyr Arg Glu Asp Gly Val Thr Pro Tyr Met 
145 150 155 160 

He Phe Phe Lys Asp Gly Leu Glu Met Glu Lys Cys 
165 170 



<210> 3 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial sequence: Synthetic oligonucleotide 

<400> 3 

ccacaaccac caagaactgc ttag 24 



<210> 4 

<211> 21 

<212> DNA 

<213> Artificial 
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<220> 

<223> Description of Artificial seauence: Synthetic oligonucleotide 
<400> 4 

gaaggggacg aaggaagagt g 



<210> 5 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial seauence: Synthetic oligonucleotide 

<400> 5 

gggaaatcgt gcgtgacgtt aag 23 



<210> 6 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial seQuence: Synthetic oligonucleotide 

<400> 6 

tgtgttggcg tacaggtctt tg 22 



<210> 7 

<211> 29 

<212> DNA 

<213> Artificial" 

<220> 

<223> Description of Artificial sequence: Synthetic oligonucleotide 



<400> 7 

ttggatccat gatcatctac cgggacctg 



29 
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5/5 

<210> 8 
<211> 22 
<212> DNA 
<213> Artificial 

<220> 

<223> Description of Artificial sequence: Synthetic oligonucleotide 
<400> 8 

ttgaattctt aacatttctc catctctaa 29 



<210> 9 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial sequence: Synthetic oligonucleotide 

<400> 9 

gcgcagatct atgattatct accgggac 28 



<210> 10 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> Description of Artificial sequence: Synthetic oligonucleotide 



<400> 10 

ggccgaattc agatccaaaa taattgcc 
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the scope of the antibody according to' claim 3. The same applies to the 
inventions according to claims 4 to 6, 10 and 11 depending on claim 3. 

Claims 12 to 14 

Although the invention according to claim 12 relates to ah antibody 
which is restricted by a function of "neutralizing the activity of the 
HRF protein", it is unclear what antibodies are involved in the scope 
thereof. The same applies to the inventions according to claims 13 
and 14 depending on claim 12. 
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